Herpes simplex virus (HSV) infections are ubiquitous in humans, but the determinants of clinical and virologic severity are not completely understood. Prior research has suggested that psychological distress can be a co-factor in reactivation of latent HSV infection. Personality traits such as extraversion and neuroticism influence stress attributions and may inform the relationship between psychological distress and health outcomes. Earlier studies in this area have primarily focused on subjective reports of HSV lesion recurrence, but such reports may be influenced by both personality traits and distress. We report results from a randomized, double-blind, placebo-controlled, crossover trial of acyclovir in 19 women for whom personality was assessed at baseline and daily assessments of genital lesions, stress, anxiety, and depression levels were collected for 22 weeks. In addition, daily swabs of the genital mucosa were collected to assess HSV-2 viral reactivation. We found that daily stress predicted genital lesion frequency, and that daily stress, anxiety, and depression predicted genital lesion onset approximately 5 days before onset. Anxiety was also associated with genital lesions 3 days after onset. Distress and viral reactivation were not associated; and no personality traits were associated with any of the outcomes. These results support the hypothesis that psychological distress is both a cause and a consequence of genital lesion episodes.
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Introduction
Herpes simplex virus (HSV) infection has been a principal focus of psychoneuroimmunology research, because HSV infections are ubiquitous in humans and the determinants of clinical and virologic severity are not completely understood. Data from both animal and human research suggest that psychological distress can be a co-factor in reactivating latent HSV infection. For example, Freeman et al. (2007) found that restraint stress in mice could both deplete numbers of HSV-specific CD8+ T cells and impair the release of interferon-gamma-which prevents viral replicationresulting in reactivation of latent HSV infection. Unfortunately, many of the human studies have relied on patient assessment of severity of HSV disease, and such perceptions can be influenced by stress (Rand et al., 1990) . Despite this shortcoming, a recent meta-analysis of stress and HSV that focused on prospective studies with clinically relevant outcomes found a small but positive correlation between frequency of recurrence and stress, particularly among women (Chida and Mao, 2009) .
Recent research on stress has suggested that measures of stable personality traits that influence stress attributions may provide additional information on the link between health and psychological distress. Traits such as neuroticism predictably affect appraisals of, and responses to, events (Bolger and Zuckerman, 1995; Cohen et al., 1999a; Dickerson and Kemeny, 2004; Kiecolt-Glaser et al., 2002; Segerstrom, 2005 Segerstrom, , 2006 , and may be associated with stress-related immune modulation as well as negative health outcomes such as cardiovascular disease (Friedman, 2008) . Findings in humans have been replicated in animal studies that differentiate between controllable and uncontrollable environmental stressors (Bonneau et al., 2007; Dess et al., 1983) . Failure to consider individual differences in personality and stress appraisals may account for the inconsistent results observed in some areas of psychoneuroimmunology research (Kemeny, 2003; Segerstrom and Miller, 2004; Taylor et al., 2000) .
